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cited in the application 






figure 4 
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A 


GUG Q ET AL: "Calbindin D28k blocks the 






proapoptotic actions of mutant presenilin 






1: reduced oxidative stress and preserved 






mitochondrial function" 






PROCEEDINGS OF THE NATIONAL ACADEMY OF 
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and upregulates bax expression in human 
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no. das tevendhallons vistas 



BEGLEY J ET AL: "Altered calcium 
homeostasis and mitochondrial dysfunction 
in cortical synaptic compartments of 
presenllin-l mutant mice" 
J NEUROCHEM, 

vol. 72. no. 3, mars 1999 (1999-03), pages 
1030-1039. XP000914783 
cite dans la demande 
figure 4 

GUO Q ET AL: "Calbindin D28k blocks the 
proapoptotic actions of mutant presenilin 
1: reduced oxidative stress and preserved 
mitochondrial function" 
PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF USA. . 

vol. 95. no. 6. 17 mars 1998 (1998-03-17), 
pages 3227-3232, XP002144220 
cite dans la demande 

SMITH M ET AL: "Amyloid-beta deposition 
in Alzheimer transgenic mice Is associated 
with oxidative stress" 
J NEUROCHEM, 

vol. 70, no. 5, mai 1998 (1998-05), pages 
2212-2215, XP000929668 
cite dans la demande 

WO 96 34097 A (CEPHALON INC ; SCOTT RICHARD 
W (US); REAUME ANDREW G (US); TRUSKO S) 
31 octobre 1996 (1996-10-31) 

WO 95 26973 A (APPLIED GENETICS INC 
;HERRNSTADT CORINNA (US); PARKER WILLIAM 
DAVI) 12 octobre 1995 (1995-10-12) 
exemples 15,16 

PARADIS E ET AL: "Amyloid beta peptide of 
Alzheimer's disease downregulates Bcl-2 
and upregulates bax expression In human 
neurons" 
J NEUROSCI, 
vol. 16, no. 23, 

1 decembre 1996 (1996-12-01), pages 
7533-7539. XP002144221 



1-8, 
10-12 
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1 . Le present rapport d'examen preliminaire international, etabli par I'administaration chargee de Texamen preliminaire 
international, est transmis au deposant conformement a rarticle 36. 

2. Ce RAPPORT comprend 7 feuilles, y compris la presente feuille de couverture. 

□ II est accompagne d'ANNEXES, c'est-a-dire de feuilles de la description, des revendlcations ou des dessins qui ont 
ete modifiees et qui servent de base au present rapport ou de feuilles contenant des rectifications faites aupres de 
I'administration chargee de I'examen preliminaire International (voir la regie 70.16 et I'lnstructlon 607 des Instructions 

administratives du PCT). 

Ces annexes comprennent feuilles. 



3. Le present rapport contient des Indications relatives aux points suivants: 

I S Base du rapport 

II □ Priorite 

III □ Absence de formulation d'oplnion quant a la nouveaute. I'activite inventive et la possibillte 

d'application industrielle 

S Absence d'unite de I'lnvention 

S Declaration motlvee selon I'arlicle 35(2) quant a la nouveaute, Tactivite inventive et la possibillte 
d'application industrielle; citations et explications a I'appui de cette declaration 

□ Certains documents cites 
S Irregularites dans la demande Internationale 

□ Observations relatives a la demande Internationale 



IV 
V 

VI 

VII 
VIII 



Date de pr6sentation de la demande d'examen preliminaire 
intemationale 

27/03/2001 



Norn et adresse postale de Tadministration chargee de 
I'examen preliminaire international: 

J Office europ6en des brevets 
D-80298 Munich 
Tel +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Date d'achevement du present rapport 
05.12.2001 



Fonctionnaire autorise 

Rojo Romeo, E 

N*' de telephone +49 89 2399 7321 



Formulaire PCT/IPEA/409 (feuille de couverture) (janvier 1994) 






RAPPORT D EXAMEN 
PRELIMINAIRE INTERNATIONAL 



Demande internationale n° PCT/FROO/02540 



I. Base du rapport 

1 . En ce qui concerne les elements de la demande internationale (les feuilles de remplacement qui ont ete remises 
a /'office recepteur en reponse a une invitation faite conformement a I'article 14 sont considerees dans le present 
rapport com me "initialement deposees" et ne sont pas jointes en annexe au rapport puisqu'elles ne contiennent 
pas de modifications (regies 70. 16 et 70. 17)): 

Description, pages: 

1-46 version initiale 

Revendications, N": 

1-12 version initiale 

Desslns, feuilles: 

1/27-27/27 version initiale 

2. En ce qui concerne la langue, tous les elennents indiques ci-dessus etalent a la disposition de Tadministration ou 
lul ont ete remis dans la langue dans laquelle la demande Internationale a ete deposee, sauf indication contraire 
donnee sous ce point. 

Ces elements etaient a la disposition de I'adminlstration ou iui ont ete remis dans la langue sulvante: , qui est : 

□ la langue d'une traduction remise aux fins de la recherche internationale (selon la regie 23.1(b)). 

□ la langue de publication de la demande internationale (selon la regie 48.3(b)). 

□ la langue de la traduction remise aux fins de I'examen preliminaire internationale (selon la regie 55.2 ou 



3. En ce qui concerne les sequences de nucleotides ou d'acide amines divulguees dans la demande 

internationale (le cas echeant), I'examen preliminaire internationale a ete effectue sur la base du listage des 



□ contenu dans la demande internationale, sous forme ecrite. 

□ depose avec la demande internationale, sous forme dechiffrable par ordinateur. 

□ remis ulterieurement a I'administration, sous forme ecrite. 

□ remis ulterieurement a I'administration, sous forme dechiffrable par ordinateur. 

□ La declaration, selon laquelle le listage des sequences par ecrit et fourni ulterieurement ne va pas au-del^ 
de la divulgation faite dans la demande telle que deposee, a ete fournie. 

□ La declaration, selon laquelle les informations enregistrees sous dechiffrable par ordinateur sont identiques a 
celles du listages des sequences Presente par ecrit, a ete fournie. 

4. Les modifications ont entraine I'annulation : 



55.3). 



sequences : 



Formulaire PCT/IPEA/409 (cadres l-VIII. feuille 1) (jutilet 1998) 
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□ 



de la description, 



pages : 



□ 



des revendications, n' 



I OS 



□ 



des dessins, 



feuilies : 



5. □ Le present rapport a ete formule abstraction faite (de certaines) des modifications, qui ont ete considerees 
comme allant au-dela de I'expose de Tinvention tel qu'il a ete depose, comme il est indique ci-apres (regie 



(Toute feuilfe de remplacement comportant des modifications de cette nature doit etre indiquee au point 1 et 
annexee au present rapport) 

6. Observations complennentaires, le cas echeant : 
IV. Absence d'unite de rinvention 

1 . En reponse a I'invitation a llnnlter les revendications ou a payer des taxes additionnelles, le deposant a 

□ limite les revendications. 

□ paye des taxes additionnelles. 

□ paye des taxes additionnelles sous reserve. 

□ ni limite les revendications ni paye des taxes additionnelles. 

2. H L'administratlon charges de Texamen preliminaire international estime qu'il n'est pas satisfait a I'exigence 

d'unite d'invention et decide, conformement a la regie 68.1 , de ne pas inviter le deposant a limiter les 
revendications ou a payer des taxes additionnelles. 

3. L'adminlstration chargee de I'examen preliminaire international estime que, aux termes des regies 13.1 ,13.2 et 
13.3, 

□ il est satisfait a Texlgence d'unite de I'lnvention. 

H il n'est pas satisfait a I'exigence d'unite de I'lnvention, et ce pour les raisons suivantes : 
voir feuille separee 

4. En consequence, les parties suivantes de la demande internationale ont fait I'objet d'un examen preliminaire 
International lors de la formulation du present rapport : 

K toutes les parties de la demande. 

□ les parties relatives aux revendications n°^ . 

V. Declaration motivee selon Tarticle 35(2) quant a la nouveaute, I'activite inventive et la posslbllite 
d'application industrieile; citations et explications a I'appui de cette declaration 



70.2(c)) : 



Formulaire PCT/lPEA/409 (cadres l-VIII, feuille 2) (jtJillet 1998) 
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1. Declaration 

Nouveaute Oul : Revendications 10, 12 

Non : Revendications 1-9, 11 

Activite inventive Oui : Revendications 

Non : Revendications 1-12 

Possibilite d'application industrielle Oui : Revendications 1-12 

Non : Revendications 



2. Citations et explications 
voir feuille separee 



VII. Irregularltes dans la dennande internationale 

Les irregularites suivantes, concernant la forme ou le contenu de la demande internationale, ont ete constatees : 
voir feuille separee 



Fomnulaire PCT/IPEA/409 {cadres l-VI)l, feuille 3) Guillet 1998) 



RAPPORT D'EXAMEN Demande Internationale n° PCT/FROO/02540 

PRELIMINAIRE INTERNATIONAL - FEUILLE SEPAREE 



Concernant le point I 
Base de ce rapport 

Le Demandeur n'ayant pas foumi de reponse a rOpinion Preliminaire, le present REPI se 
base done sur la dite Opinion. 

Concernant le point IV 
Absence d'unite de I'invention 

Lattention du demandeur est attire sur le fait que les souris transgeniques exprimant un 
mutant de APP et un mutant de PS-1 etaient deja connues a la date de depot de la 
presente demande. Une objection pour manque d'unite d'invention pourra etre soulevee 
en phase regionale, chaque combinaison revendiquee etant susceptible de faire I'objet 
d'une invention ou un groupe d'inventions independantes. 

Concernant le point V 

Declaration motivee selon la regie 66.2(a)(ii) quant a la nouveaute, I'activite 
inventive et la possibilite d'application industrielle; citations et explications a 
I'appui de cette declaration 

II est fait reference aux documents suivants: 

D1: TALPADE D ET AL: 'Profound mitochondrial dysfunction in transgenic mice 
overexpressing V717F beta-amyloid precursor protein' SOCIETY FOR 
NEUROSCIENCE ABSTRACTS, vol. 24, no. 1-2, 1998, pages 729- Abstract Number: 
285.7, XP000934076 

D2: WO 98 17782 A (DUFF KAREN ;HARDY JOHN (US); UNIV SOUTH FLORIDA (US)) 
30 avril 1998 (1998-04-30) 

D3: BEGLEY J ET AL: 'Altered calcium homeostasis and mitochondrial dysfunction in 
cortical synaptic compartments of presenilin-1 mutant mice' J NEUROCHEM, vol. 72, 
no. 3, mars 1999 (1999-03), pages 1030-1039, XP000914783 cite dans la demande 

D4: QUO Q ET AL: 'Calbindin D28k blocks the proapoptotic actions of mutant presenilin 
1: reduced oxidative stress and preserved mitochondrial function' PROCEEDINGS 
OF THE NATIONAL ACADEMY OF SCIENCES OF USA., vol. 95, no. 6, 17 mars 
1998 (1998-03-17), pages 3227-3232, XP0021 44220 cite dans la demande 

Nouveaute (Art. 33(2) PCT) 

D1 divulgue des souris trangeniques exprimant le mutant V717F du precurseur de la 
proteine beta-amyloide. Ces souris developpent des plaques amyloides en fonction de 



Formulaire PCT/Feuille s6paree/409 (feuille 1) (GEB-avril 1997) 
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I'age. De plus, les auteurs detectent un dysfonctionnement mitochondrial (e.g. reduction 
du contenu en ND1 et en COIV) montrant que la sur expression de I'APP mutante et la 
formation de plaque amyloVde sont associees a la reduction du contenu en composants 
de la chaine respiratoire. 

D1 divulgue done des animaux transgeniques ayant les caracteristiques revendiquees 
dans les revendications 1, 7 et 8. Ces revendications ne sont done pas nouvelles vis-a-vis 
du document D1. 

D2 decrit des methodes de generation d'animaux transgeniques porteurs d'un mutant de 
la preseniline et d'une proteine precurseur d'amyloide. Selon la revendication 5, le mutant 
de la preseniline est le mutant M146L; celui de I'APP etant APP695 contenant une 
mutation K670N, M671L (mutation Swedish; voir tableau a la page 6 de la presente 
demande). Ces mutants presentent les signes pathologiques de la maladie d'Alzheimer. 

L'attention du demandeur est attire sur le fait que les caracteristiques techniques des 
souris publiees dans D2 etant les memes que celles revendiquees, il est legitime de 
penser que les effets sur les proteines mitochondriales sont les memes que celles decrits 
dans la presente demande, et ce de maniere intrinseque. La presente demande ne ferait 
que de caracteriser plus en detail ce systeme deja existant. 
D2 detruit done la nouveaute des revendications 2, 3, 4, 5, 6, 9 et 1 1 . 

S'il s'averait que le demandeur argumentait que les souris de D2 n'ont pas les memes 
effets techniques que celles de la presente demande, les caracteristiques techniques de 
ces souris etant les memes dans les deux cas, la presente demande ferait I'objet d'une 
objection par manque de support et pour divulgation incomplete de I'invention (Art. 5 et 6 
PCT). 

En resume, les revendications 1-9 et 1 1 ne sont pas nouvelles et done n'ont pas d'activlte 
inventive. 

Pour information, D3 decrit des souris transgeniques exprimant un mutant de PS-1 
(M146L). Les synaptsomes de ces souris montrent un dysfonctionnement mitochondrial 
en presence d'amyloide beta ou de NP-3. Cette observation est corroboree par le 
document D4 (mutations L286V et Ml 46V de PS-1). 
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Activite inventive (Art. 33(3) PCT) 

L'utilisation de souris transgeniques pour la mise en evidence de composes destines au 
traitement des maladies pour lesquelles ces souris en sont le modele est trivial pour 
I'homme de metier. Ainsi, les revendications 10 et 12 ne montrent pas d'activite inventive. 

Concernant le point Vil 

Irregularltes dans la demande internationale 

La figure 3 semble manquer des informations decrites dans la demande. 
Le mot "selon" manque a la revendication 6. 
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iron iriTPTHiTR A/-xinM Notification of Transmittal of International 
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International application No. 
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International filing date {day/month/year) 
14 September 2000 (14.09.00) 


Priority date {day/month/year) 

17 September 1999 (17.09.99) 


International Patent Classification (IPC) or national classification and IPC 
AO IK 67/027 


Applicant 
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This international preliminary examination report has been prepared by this International Preliminary Examining 
Authorit>' and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



I 1 This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
' — ' been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



1 




II 


□ 


III 


□ 


IV 




V 




VI 


□ 


VII 




VIII 


□ 



Date of submission of the demand 
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Date of completion of this report 

05 December 2001 (05.12.2001) 


Name and mailing address of the IPEA/EP 

Facsimile No. 


Authorized officer 
Telephone No. 
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^mational application No. 

PCT/FROO/02540 



I. Basis of the report 



1 This report has been drawn on the basis of {Replace mem sheets which have been furnished to the receiving Office m response to an invitation 
' under Article 14 are referred to in this report as "originally filed ' and are not annexed to the report since they do not contain amendments ). 

^ the international application as originally filed. 
^ the description, pages , as originally filed. 



the claims. 



pages . 

pages 

pages 

Nos. 
Nos. 
Nos. 
Nos. 
Nos. 



_ , filed with the demand, 
filed with the letter of 
filed with the letter of 



1-12 



, as originally filed, 

, as amended under Article 19, 

_ , filed with the demand, 

, , filed with the letter of 

, filed with the letter of 



VI the drawings, 



1/27 - 27/27 



sheets/fig 

sheets/fig 

sheets/fig 

sheets/fig 

2. The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 



, as originally filed, 
, filed with the demand, 
, filed with the letter of 
, filed with the letter of 



I I the drawings, sheets/fig 



□ This report has been established as if (some of) the amendments had not been made, since they have been considered 
to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 



4. Additional observations, if necessary: 
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^^Bnationa! application No. 

^ PCT/FROO/02540 



IV. Lack of unity of invention 



1 . In response to the invitation to restrict or pay additional fees the applicant has: 
I I restricted the claims. 
I I paid additional fees. 
I I paid additional fees under protest. 
[ I neither restricted nor paid additional fees. 

n This AuthoriK' found that the requirement of unity of invention is not complied with and chose, according to Rule 68.1. 

2. LiJ not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1. 13 .2 and 13 .3 is 
I I complied with. 

13 not complied with for the following reasons: 



See Annexes 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

all parts. 

I I the parts relating to claims Nos. — — 
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In^^^ional application No. 
INTERNATIONAL PRELlB^ ARY EXAMINATION REPORT p^flp j 



pWfR 00/02540 



Basis of the report 



1 . This report has been drawn on the basis of (Replacemeni sheets which have beenjumished to the receiving Office in response to an invitation 
under Article 14 are referred to in this report as "origincdfyJUed" and are not annexed to the report since the^ 

Because the applicant has not provided a response to the 
preliminary opinion, the present IPER is based on said 
opinion. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: I V . 



The applicant's attention is drawn to the fact that the 
transgenic mice expressing an APP mutant and a PS-1 
mutant were already known on the filing date of the 
present application. An objection owing to lack of unity 
of invention may be raised in the regional phase since 
each combination claimed is capable of constituting an 
invention or a group of independent inventions. 
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V. Reasoned statement under Article 35(2) with regard to novelty, Inventive step or industrial applicability; 
citations and explanations supporting such statement 


I . Statement 








Novelty (N) 


Claims 


10, 12 


YES 


Claims 


1-9, 11 


NO 


Inventive step (IS) 


Claims 




YES 


Claims 


1-12 


NO 


Industrial applicability (lA) 


Chims 


1-12 


YES 


Claims 




NO 



D2 



D3 



Citations and explanations 

Reference is made to the following documents: 
Dl: TALPADE D ET AL: 'Profound mitochondrial dysfunction 
in transgenic mice overexpressing V717F beta- 
amyloid precursor protein' SOCIETY FOR NEUROSCIENCE 
ABSTRACTS, vol. 24, no. 1-2, 1998, pages 729- 
Abstract Number: 285.7, XP000934076 

WO 98 17782 A (DUFF KAREN; HARDY JOHN (US) ; UNIV 
SOUTH FLORIDA (US)) 30 April 1998 (1998-04-30) 
BEGLEY J ET AL : 'Altered calcium homeostasis and 
mitochondrial dysfunction in cortical synaptic 
compartments of presenilin-1 mutant mice' J 
NEUROCHEM, vol. 72, no. 3, March 1999 (1999-03), 
pages 1030-1039, XP000914783 cited in the 
application 

GUO Q ET AL: 'Calbindin 02 8k blocks the proapoptic 
actions of mutant presenilin 1: reduced oxidative 
stress and preserved mitochondrial function' 
PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF 
USA., vol. 95, no. 6, 17 March 1998 (1998-03-17), 
pages 3227-3232, XP002144220 cited in the 
application 



D4 



Novelty (PCT Article 33(2)) 

Dl discloses transgenic mice expressing the V717F mutant 
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national application No. 
T/FR 00/02540 



"of the beta -amyloid protein precursor. These mice develop 
age-dependent amyloid plaques. In addition, the authors 
detect a mitochondrial dysfunction (e.g. reduction in NDl 
and COIV content) showing that the overexpression of the 
mutant APP and the formation of amyloid plaque are 
associated with the reduction of the respiratory chain 
component content . 

Dl therefore discloses transgenic animals having the 
features claimed in Claims 1, 7 and 8. Said claims are not 
therefore novel over document Dl . 

D2 describes methods for generating transgenic animals 
carrying a mutant presenilin and an amyloid precursor 
protein. According to Claim 5, the mutant presenilin is 
the M14 6L mutant; the APP mutant is APP6 95, containing a 
mutation K670N, M671L (Swedish mutation; see table on page 
6 of the present application) . Said mutants show 
pathological signs of Alzheimer's disease. 

The applicant's attention is drawn to the fact that since 
the technical features of the mice published in D2 are the 
same as those claimed, it is legitimate to suppose that 
the effects on the mitochondrial proteins are 
intrinsically the same as those described in the present 
application. The present application only describes this 
system, which already exists, in more detail. 
D2 therefore deprives Claims 2, 3, 4, 5, 6, 9 and 11 of 
novelty. 

If the applicant were to be arguing that the mice of D2 do 
not have the same technical effects as those of the 
present application, the technical features of said mice 
being the same in the two cases, the present application 
would be subject to an objection owing to lack of support 
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Liational application No. 
r/FR 00/02540 



as well as incomplete disclosure of the invention (PCT 
Articles 5 and 6) . 



To summarize, Claims 1-9 and 11 are not novel and do not 
therefore involve an inventive step. 

It is noted that D3 describes transgenic mice expressing a 
PS-1 mutant (M146L) . The synaptosomes of said mice show a 
mitochondrial dysfunction in the presence of beta amyloid 
or NP-3. This observation is supported by document D4 
(mutations L286V and M146V of PS-l) 

Inventive step (PCT Article 33(3)) 

The use of transgenic mice for demonstrating compounds 
intended for the treatment of diseases for which said mice 
are the model is commonplace for a person skilled in the 
art. Thus, Claims 10 and 12 do not demonstrate an 
inventive step. 
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VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 

Figure 3 appears to lack information described in the 
application- 

The expression ''according to" is missing from Claim 6. 
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